Stimulus-dependent and domain-dependent cell death acceleration by an IFN-inducible protein, human MxA.
Human MxA is an interferon- alpha / beta (IFN-alpha/beta)-inducible protein that inhibits multiplication of influenza viruses and other RNA viruses. We reported that MxA accelerates cell death induced by apoptotic stimuli as well as influenza viral infection. However, the mechanism of MxA-mediated enhancement of cell death is not well understood. Here, we demonstrated that the cell death promotion activity of MxA was caspase dependent when cell death was induced by UV irradiation or cycloheximide (CHX). In contrast, in the case of cell death after influenza viral infection, MxA promoted both caspase-dependent and caspase-independent cell death. The C-terminal region of MxA containing the oligomerization domain was found to be responsible for promotion of the cell death induced by CHX. In the case of cell death after influenza viral infection, both C-terminal and N-terminal regions were shown to be involved in cell death promotion, although the GTP-binding and GTP-hydrolysis activity dependent on a tripartite GTP-binding motif in the N-terminal region was not required for the cell death promotion activity of MxA. These results suggest that MxA accelerates cell death induced by influenza viral infection through at least two distinct pathways.